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Micases controls Micases controls 
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B cell-activating factor of the TNF 
family (BAFF) is expressed on astro- 
cytes (dark brown) and is increased in 
lesions of multiple sclerosis patients. 
See page 195 
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Sphingosine-1-phosphate receptor 1 
(S1P,) is downregulated on lympho- 
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lymph and upregulated as cells transit 
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HIV-1 envelope—driven apoptosis 
requires activated p38 MAP kinase 
(MAPK) (red), which phosphorylates 
and activates proapoptotic 

protein p53. 

See page 279 
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Peyton Rous, the father of tumor 
viruses, at his microscope in 1923. 
See page 320 


Crystal structure of the cyioplasmic 
region of the tyrosine phosphatase 
CD45 sheds new light on its 
mechanism of action. 

See page 441 
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stem cells in allograft recipients 
without causing graft versus 

host disease. 

See page 373 


441 
| 465 
a 
: 


486 


489 


493 


497 


501 


505 


509 


517 


IN THIS ISSUE 


Pollen polarize dendritic cells 
Signaling survival 

Muscle cells under attack 
Phagocytosis without inflammation 
Heather L. Van Epps 


COMMENTARIES 


Twisting tails exposed: the evidence for TCR 
conformational change 
Susan E. Levin and Arthur Weiss 


Identifying protein-protein interactions in somatic hypermutation 
Myron F. Goodman and Matthew D. Scharff 


Selecting B cells and plasma cells to memory 
Thomas Dorner and Andreas Radbruch 


Movies, measurement, and modeling: the three Ms 
of mechanistic immunology 
Colleen Witt, Subhadip Raychaudhuri, and Arup K. Chakraborty 


DISCUSSION 


On imaging, speed, and the future of lymphocyte signaling 
Alexander Tarakhovsky 
See commentary on page 501 


BRIEF DEFINITIVE REPORTS 


Role of ChemR23 in directing the migration of myeloid and 
plasmacytoid dendritic cells to lymphoid organs and inflamed skin 
William Vermi, Elena Riboldi, Valerie Wittamer, Francesca Gentili, Walter Luini, 
Simona Marrelli, Annunciata Vecchi, Jean-Denis Franssen, David Communi, 

Luisa Massardi, Marina Sironi, Alberto Mantovani, Marc Parmentier, 

Fabio Facchetti, and Silvano Sozzani 


T cell receptor engagement by peptide-MHC ligands induces 
a conformational change in the CD3 complex of thymocytes 
Diana Gil, Adam G. Schrum, Balbino Alarcon, and Ed Palmer 
See commentary on page 489 


THE 

JOURNAL OF | 
EXPERIMENTAL 

MEDICINE 

VOLUME 201 NUMBER 4 a8 
FEBRUARY 21, 2005 
www.jem.org 


ON THE COVER 
The image shows false-color electron 
micrographs of birch tree pollen, 
which trigger allergic T helper 2 
responses by inhibiting interleukin-12 
production by dendritic cells. Electron 
micrographs were prepared with the 
assistance of Ingrid Weichenmeier 
(Technische Universitat Miinchen, 
Munich, Germany). Related article by 
Traidl-Hoffmann et al. 

See page 627 


| yy »n A 
| 
| | 
| | 
| 
| 
| 
| 
| 
| 
| 
| 
| 
| 
| | 
| 
| 
| 
| 
| 
| 
| 
| : 
| 
| 
| 
| 
| 
| 
| 


ARTICLES 


Private specificities of CD8 T cell responses control patterns of 
heterologous immunity 

Sung-Kwon Kim, Markus Cornberg, Xiaoting Z. Wang, Hong D. Chen, Liisa K. Selin, 
and Raymond M. Welsh 


Mycobacterium tuberculosis controls host innate immune activation 
through cyclopropane modification of a glycolipid Plasmacyteid dendritic cells in the 


effector molecule skin express ChemR23 (brown), the 


Vivek Rao, Nagatoshi Fujiwara, Steven A. Porcelli, and Michael S. Glickman receptor for the chemotactic mole- 
cule chimerin. 
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Mice lacking the transcription factor 
Ets-1 are protected against Th1-driven 
intestinal colitis. 
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See page 981 


| 
| 
971 : 
| 
% 
| 
| nate 
981 | 
d 
| 
993 | 
| 
| 
| 
| 
| 
| 
| 
1007 | 
| 
| 
| 
| 
Ag | 
| 
| 
1010 | 
| 
| 
| 
| 
| 
| 
| 
| 
: 
= | 
| 
| 
| 
| 
| 
| 
; 
| 
: 
| 
| 
| 


1024 


1037 


IN THIS ISSUE 


Paving the way to metastasis 
Killer combinations for cervical cancer 
Controlling unruly osteoclasts 
Overstimulated and ineffective 

The way to the skin 

Heather L. Van Epps 


FROM THE ARCHIVE 


What tumors need: a brief history of angiogenesis 
Heather L. Van Epps 


COMMENTARIES 


Understanding how combinations of HLA and KIR genes 
influence disease 
Sumati Rajagopalan and Eric 0. Long 


BRIEF DEFINITIVE REPORTS 


Protection from cytomegalovirus after transplantation is correlated 
with immediate early 1-specific CD8 T cells 

Torsten Bunde, Alexander Kirchner, Bodo Hoffmeister, Dirk Habedank, Roland Hetzer, 
Georgy Cherepnev, Susanna Proesch, Petra Reinke, Hans-Dieter Volk, Hans Lehmkuhl, 
and Florian Kern 


Recruitment of Foxp3* T regulatory cells mediating allograft 
tolerance depends on the CCR4 chemokine receptor 

Iris Lee, Liging Wang, Andrew D. Wells, Martin E. Dorf, Engin Ozkaynak, 

and Wayne W. Hancock 


A role for CCR4 in development of mature circulating cutaneous 
T helper memory cell populations 

Espen S. Baekkevold, Marc-André Wurbel, Pia Kivisdkk, Clare M. Wain, 

Christine A. Power, Guttorm Haraldsen, and James J. Campbel 

See news article on page 1023 


Interferon-y acts directly on CD8" T cells to increase their 
abundance during virus infection 
Jason K. Whitmire, Joyce T. Tan, and J. Lindsay Whitton 


TGF-81 maintains suppressor function and Foxp3 expression in 
CD4°CD25° regulatory T cells 
Julien C. Marie, John J. Letterio, Marc Gavin, and Alexander Y. Rudensky 


THE 

JOURNAL OF 
EXPERIMENTAL 
MEDICINE 


VOLUME 201 NUMBER 7 
APRIL 4, 2005 
www.jem.org 


ON THE COVER 


The image shows increased growth 
of lymphatic vessels (red) and blood 
vessels (green) in skin tumors express- 
ing vascular endothelial growth factor 
A (VEGF-A). Related article by 
Hirakawa et al. 

See page 1089 


7 
— 
| 
| 
7 
= 1045 
| 


1069 Hierarchy of resistance to cervical neoplasia mediated by 
combinations of killer immunoglobulin-like receptor and 
human leukocyte antigen loci 
Mary Carrington, Sophia Wang, Maureen P. Martin, Xiaojiang Gao, Mark Schiffman, 
Jie Cheng, Rolando Herrero, Ana Cecilia Rodriguez, Robert Kurman, 
Rodrigue Mortel, Peter Schwartz, Andrew Glass, and Allan Hildesheim 
See commentary on page 1025 
See news article on page 1022 


The nuclear factor HMGB1 (red) me- 
ARTICLES diates inflammation and liver damage 
during ischemia-reperfusion injury. 
Serine protease inhibitors serpinal and serpina3 are See page 1135 
down-regulated in bone marrow during hematopoietic 
progenitor mobilization 
Ingrid G. Winkler, Jean Hendy, Paul Coughlin, Anita Horvath, 
and Jean-Pierre Lévesque 


VEGF-A induces tumor and sentinel lymph node 
lymphangiogenesis and promotes lymphatic metastasis 
Satoshi Hirakawa, Shohta Kodama, Rainer Kunstfeld, Kentaro Kajiya, 
Lawrence F. Brown, and Michael Detmar 

See news article on page 1022 


Repeated stimulation of CD4 effector T cells can limit their 
protective function 

Dawn M. Jelley-Gibbs, John P. Dibble, Svetlana Filipson, Laura Haynes, 
Roslyn A. Kemp, and Susan L. Swain 

See news article on page 1023 


Cholinergic stimulation blocks endothelial cell activation and 
leukocyte recruitment during inflammation 
Rubina W. Saeed, Santosh Varma, Tina Peng-Nemeroff, Barbara Sherry, 


David Balakhaneh, Jared Huston, Kevin J. Tracey, Yousef Al-Abed, 


and Christine N. Metz Serine protease inhibitor serpina 1 
5 (brown) is down-regulated in the 


| bone marrow during mobilization of 
Mutation of the phospholipase C-y1—binding site of LAT affects hematopoietic progenitor cells. 


both positive and negative thymocyte selection See page 1077 
Connie L. Sommers, Jan Lee, Kevin L. Steiner, Jordan M. Gurson, Corinne L. DePersis, 

Dalal El-Khoury, Claudette L. Fuller, Elizabeth W. Shores, Paul E. Love, 

and Lawrence E. Samelson 


The nuclear factor HMGB1 mediates hepatic injury after murine 
liver ischemia-reperfusion 

Allan Tsung, Rohit Sahai, Hiroyuki Tanaka, Atsunori Nakao, Mitchell P. Fink, 
Michael T. Lotze, Huan Yang, Jianhua Li, Kevin J. Tracey, David A. Geller, 

and Timothy R. Billiar 


| 
1077 
: 1089 | 
| 
1101 
| 


1145 Natural killer cell education in mice with single or multiple major 
histocompatibility complex class I molecules 
Sofia Johansson, Maria Johansson, Eleftheria Rosmaraki, Gustaf VahIne, 
Ramit Mehr, Mali Salmon-Divon, Francois Lemonnier, Klas Karre, 
and Petter Héglund 


Type I interferon dependence of plasmacytoid dendritic cell 

activation and migration 

Carine Asselin-Paturel, Géraldine Brizard, Karine Chemin, Andre Boonstra, 

Anne O'Garra, Alain Vicari, and Giorgio Trinchieri Activation and migration of splenic 
plasmacytoid dendritic cells (red) in 


response to Toll-like receptor ligands 


IL-1 receptor—associated kinase M is a central regulator of squntcen yet eaten 


osteoclast differentiation and activation See page 1157 
Hongmei Li, Esteban Cuartas, Weiguo Cui, Yongwon Choi, Todd D. Crawford, 

Hua Zhu Ke, Koichi S. Kobayashi, Richard A. Flavell, and Agnes Vignery 

See news article on page 1023 


4 
~ 
= 
1169 
: 
a 
| 
‘ 


IN THIS ISSUE 


Perfecting peptide priming 
Prostate cancer’s one-two punch 
Healing with hyaluronan 
Neutrophil—DC close encounters 
Polymerase pinch hitters 

Heather L. Van Epps 


BRIEF DEFINITIVE REPORTS 


CD44 is a physiological E-selectin ligand on neutrophils 
Yoshio Katayama, Andrés Hidalgo, Jungshan Chang, Anna Peired, 
and Paul S. Frenette 


Contribution of DNA polymerase 74 to immunoglobulin gene 
hypermutation in the mouse 

Frédéric Delbos, Annie De Smet, Ahmad Faili, Said Aoufouchi, Jean-Claude Weill, 
and Claude-Agnés Reynaud 

See news article on page 1181 


IL-7 receptor signaling is necessary for stage transition in adult 
B cell development through up-regulation of EBF 
Kazu Kikuchi, Anne Y. Lai, Chia-Lin Hsu, and Motonari Kondo 


ARTICLES 


Intestinal antiinflammatory effect of 5-aminosalicylic acid 

is dependent on peroxisome proliferator—activated receptor-y 
Christel Rousseaux, Bruno Lefebvre, Laurent Dubuquoy, Philippe Lefebvre, 

Olivier Romano, Johan Auwerx, Daniel Metzger, Walter Wahli, Béatrice Desvergne, 
Gian Carlo Naccari, Philippe Chavatte, Amaury Farce, Philippe Bulois, 

Antoine Cortot, Jean Frédéric Colombel, and Pierre Desreumaux 


Protection from angiotensin II—mediated vasculotoxic 
and hypertensive response in mice lacking PI3Ky 

Carmine Vecchione, Enrico Patrucco, Gennaro Marino, Laura Barberis, 
Roberta Poulet, Alessandra Aretini, Angelo Maffei, Maria Teresa Gentile, 
Marianna Storto, Ornella Azzolino, Mara Brancaccio, Gian Luca Colussi, 
Umberto Bettarini, Fiorella Altruda, Lorenzo Silengo, Guido Tarone, 
Mathias P. Wymann, Emilio Hirsch, and Giuseppe Lembo 


Among B cell non-Hodgkin’s lymphomas, MALT lymphomas 
express a unique antibody repertoire with frequent rheumatoid 
factor reactivity 

Richard J. Bende, Wilhelmina M. Aarts, Robert G. Ried!, Daphne de Jong, 

Steven T. Pals, and Carel J.M. van Noesel 


THE 


JOURNAL OF 


EXPERIMENTAL 
MEDICINE 


VOLUME 201 NUMBER 8 
APRIL 18, 2005 
www.jem.org 


ON THE COVER 

The image shows a smoothed domain 
structure of the MHC-TCR complex 
with a hole cut away to reveal the 
structure of a tumor-derived peptide. 
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The antiinflammatory drug 5-ami- 
nosalicylic acid (green) exerts its 
effect by binding to the peroxisome 
proliferator—activator receptor-y. 
See page 1205 


An anti-CD45 antibody induces regu- 
latory T cells and prolongs the survival 
of insulin-producing (brown) human 
pancreatic islet cells in mice. 
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Heart rate in mice lacking the kinase 
PI3K+y (filled circles) does not increase 
in response to the vasoactive peptide 
angiotensin Il. 
See page 1217 
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Aleksandar Dakic, Donald Metcalf, Ladina Di Rago, Sandra Mifsud, Li Wu, | eS i 
and Stephen L. Nutt | ap CD45 
Sustained expansion of NKT cells and antigen-specific T cells after 
injection of a-galactosyl-ceramide loaded mature dendritic cells 
in cancer patients 
David H. Chang, Keren Osman, John Connolly, Anjli Kukreja, Joseph Krasovsky, 
Maggi Pack, Aisha Hutchinson, Matthew Geller, Nancy Liu, Rebecca Annable, 
Jennifer Shay, Kelly Kirchhoff, Nobusuke Nishi, Yoshitaka Ando, Kunihiko Hayashi, 
Hani Hassoun, Ralph M. Steinman, and Madhav V. Dhodapkar 
See news article on page 1353 


Cytokine and chemokine production 
by NK cells in response to Ly49D 
signaling requires the phosphatase 
CD45. 

See page 1421 
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ON THE COVER 
Image shows bone-resorbing osteo- 
clasts, which are dependent on the B 
subunit of the IxB kinase complex for 
their development and survival. 
Related article by Ruocco et al. 

See page 1677 
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GFP-expressing hematopoietic stem 
cells can differentiate into microglial 
cells (shown), but cannot transdiffer- 
entiate into neural cell types when 
transferred into irradiated recipients. 
See page 1579 


The murine cytomegalovirus protein 
M27 inhibits the signaling protein 
STAT2 resulting in impaired interferon- 
dependent antiviral gene expression. 
See page 1543 
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In this issue, Emil C. Gotschlich and 
Vincent A. Fischetti provide a retro- 
spective of the career of their 
colleague, mentor and friend Maclyn 
McCarty, a long-time JEM Editor who 
passed away earlier this year. Photo of 
McCarty in his lab in 1983 provided 
by the Rockefeller University Archive. 
See page 1699 


THE 
1699 
| 
| 
| 
| 
| 
| 
| 
| 
| 
| 
| 


ARTICLES 


Cellular immune selection with hepatitis C virus persistence 
in humans 

Andrea L. Cox, Timothy Mosbruger, Qing Mao, Zhi Liu, Xiao-Hong Wang, 
Hung-Chih Yang, John Sidney, Alessandro Sette, Drew Pardoll, 

David L. Thomas, and Stuart C. Ray 

See commentary on page 1709 


Divergent and convergent evolution after a common-source 
outbreak of hepatitis C virus 

Stuart C. Ray, Liam Fénning, Xiao-Hong Wang, Dale M. Netski, 

Elizabeth Kenny-Walsh, and David L. Thomas 

See commentary on dage 1709 


Recruitment of Gr-1* monocytes is essential for control of 
acute toxoplasmosis 
Paul M. Robben, Marie LaRegina, William A. Kuziel, and L. David Sibley 


Inflammation and the reciprocal production of granulocytes 
and lymphocytes in bone marrow 
Yoshihiro Ueda, Motonari Kondo, and Garnett Kelsoe 


Osteopontin is a hematopoietic stem cell niche component that 
negatively regulates stem cell pool size 

Sebastian Stier, Yon Ko, Randolf Forkert, Christoph Lutz, Thomas Neuhaus, 
Elisabeth Griinewald, Tao Cheng, David Dombkowski, Laura M. Calvi, 

Susan R. Rittling, and David T. Scadden 


Coexpression of CD25 and CD27 identifies FoxP3* regulatory 
T cells in inflamed synovia 

Claudia R. Ruprecht, Marco Gattorno, Francesca Ferlito, Andrea Gregorio, 
Alberto Martini, Antonio Lanzavecchia, and Federica Sallusto 

See news item on page 1691 


Live imaging of effector cell trafficking and autoantigen 
recognition within the unfolding autoimmune 
encephalomyelitis lesion 

Naoto Kawakami, U. Valentin Nagerl, Francesca Odoardi, Tobias Bonhoeffer, 
Hartmut Wekerle, and Alexander Fliigel 

See news item on page 1691 


In situ characterization of CD4* T cell behavior in mucosal 
and systemic lymphoid tissues during the induction of 

oral priming and tolerance 

Bernd H. Zinselmeyer, John Dempster, Alison M. Gurney, David Wokosin, 


Mark Miller, Hsiang Ho, Owain R. Millington, Karen M. Smith, Catherine M. Rush, 


lan Parker, Michael Cahalan, James M. Brewer, and Pau! Garside 
See news item on page 1690 


ABTARGLTTLESFG 


Three articles and a commentary in 
this issue explore hepatitis C virus 
evolution and immune escape during 
human infections. 

See pages 1709, 1725, 1741, 


and 1753 


The lymphoid (B220*) and granulocyte 
(Gr-1*) bone marrow compartments 
share a developmental niche that 
excludes the erythroid (TER119°) 
lineages. 

See page 1771 
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Pen and ink drawing by New York 
sculptor and artist Sammy Shin 
(shinart@yahoo.com). Two commen- 
taries in this issue discuss the use of 
mice and monkeys to model asthma. 
See pages 1869 and 1875 
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Bone marrow-derived mast cells 
(green) migrate out of capillaries 
(red) and accumulate at sites of 
intradermal leukotriene B, injection. 
See page 1961 


Eosinophil-committed precursors are 
derived exclusively from a fraction of 
granulocyte/monocyte progenitor 
cells that activate the transcription 
factor GATA-1. 

See page 1891 
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Immunization of mice with live Myco- 
bacterium tuberculosis results in an 
earlier accumulation of CD4* T cells 
(brown) in lungs but does not result in 
resolution of a secondary infection. 
See page 1915 
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